o
qry_ALLCOMPLICAT 8/2/01

A faide fiof ’

°f - 22
01011

01012
01017
01024
01025
01031
01049
01060
01074
01083
01105
01106
01112
01114
01130
01132
01142
01143
01150
01154
01164
101209
01258
01260
01261
01263
02005
02023
02053

Total : 29 pts

OOOOOOOOOOOOOOOOOOOOOOOOOOIOOO

Page 1

L '"m‘ 1T L B PIER® Cn o  T




o ptd 12101
ke PP
Tl Saphs (s~ 50)

‘. 5 fotLin Aots — SO / cu/ftc;é




qry_ALLCOMPLICAT 8/2/01

-Page 2




DIVISION OF ONCOLOGY DRUG PRODUCTS
Center for Drug Evaluation and Research, HFD-150

Parklawn Building A

5600 Fishers Lane, Rockvﬂle, MD 208:7

To: Louise M. Peltier From: Debbie Vause for Paul Zimmerman
Fax: 410-631-6338 Fax: 301-594-0499

Phone: 410-631-6356 Phone: 301-594-5724

Pages. including cover sheet: 11 Date: August 13, 2001

Re: NDA 20-637 / Gliadel Wafer

O Urgent Efgor Review 3 Please Comment @P\ease Reply [ Please Recycle , -

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT I§ Ve
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to
deliver the document to the addressee, you are hereby notified that any review, disclosure, dissemination or other action based on the content of the communication is

not authorized. If vou have received this document in error, please immediately notify us by telephone and return it to us at the above address by mail. Thank you.

® Dear Ms. Peltier:

Please review the attached questions and provide a response as soon as possible. Also, please telephone me
today with a time frame of when to expect your responses.

Thank you,

Debbie Vause
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Thank you for sending the clarification of the histological diagnoses in the category
“other”.

In addition we have the folowing questions:

1. Please explaiﬂ the differences between the number of patients with the histological
diagnosis of anaplastic oligoastrocytoma in the placebo group in Table 7: Tumor
Characteristics — Histological Type. Two patients are listed in this category, however

in the data base (UPAT, R_DIAGH), 4 patients are listed. Patient ID numbers are as
follow: 02013; 01114; 01164; 02064.

2. Please resolve the discrepancies between the data on the number of patients in both
groups who received anticonvulsants and steroids. A list of patient ID numbers with
the corresponding medication is attached. Each patient was counted only once.

3. Please provide the patient ID numbers for the AE listed as “Intracranial
Hypertension”. Sponsors data differs in three tables from the Final Study report:
p.94 — Table 46: Gliadel — 11 patients, placebo — 2 patients;
p.96 — Table 47: Gliadel — 10 patients, placebo — 2 patients;
p-107 — Table 56: Gliadel — 7 patients, placebo — 2 patients.
We found 8 and 3 patients with intracranial hypertension in the Gliadel and placebo arm,
respectively. '

3. Please explain how the “Number of Wafer Intended to be Implanted” was determined
by the surgeon (Append. F; Table 3.01).
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RPR/CRB - statapp/out/ove_c01_09.1lst SUMMARY OF PATIENTS WITH page 1/ 3
rpr132596 CONCOMITANT CORTICOSTEROIDS
Study T301 OR ANTICONVULSANTS Thursday, 22 February 2001
OVERALL AND BY HISTOLOGICAL SUBTYPE
AND TREATMENT GROUP

Overall
Treatment Group
Polifeprosan / Placebo ALL
Carmustine {N=120) {N=240) .
(N=120)

Number of Patients

Without Concomitant Therapy 71 (59.2%) 70 (58.3%) 141 (58.8%)

With Concomitant Therapy 49 (40.8%) 50 (41.7%) 99 (41.3%)
Concomitant Medication By
Therapeutic Class
Corticosteroid (Systemic)

Yes 29 (59.2%) 30 (60.0%) 59 (59.6%)
Anticonvulsants

Total 12 (24.5%) ) S (10.0%) 17 (17.2%)

Table : 1.09
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DIVISION OF ONCOILOGY DRUG PRODUCTS
Center for Drug Evaluation and Research, HFD-150

Parkiawn Building

S600 Fishers Lane, Rockville, VD 20957

To: Louise M. Pelder From: Debbic Vause for Paul Zimmeornan
Fax: 410-631-6338 Foax: 301-594-0499

Phone: 410-631-6336 Phone: 301-594-5724

Pages, includ.igg cover sheot: 11 Date: August 13, 2001

Re: NDA 20-637 / Qllindel Wafer
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Plcase review the ataached questions and provkle a xutponsa ax saoon as possible. Also. please telephone me
todaywithadmomﬂwhmw 5

Thank you,
Debbic Vause

2



DIVISION OF ONCOLOGY DRUG PRODUCTS
Center for Drug Evaluation and Research, HFD-150

Parklawn Building To- o

5600 Fishers Lane, Rockville, MD 20857

To: Louise Peltier From: Debbie Vause for P. Zimmerman
Fax: 410-631-6884 Fax: 301-594-0499

Phone: 410-631-6300 Phone: 301-594-5724

Pages, including cover sheet: 1 Date: August 14, 2001

Re: NDA 20-637 / Gliadel Wafer / Facsimile date 8/2/01 & Transmission Sheet Date 8/3/01

O Urgent CﬁmFor Review f%,-?lease Comment 03 Please Reply [ Please Recycle

—

THiS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THtA‘T Il

PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorizdd to
deliver the document to the addressee, you are hereby notified that any review. disclosure, dissermination or other action based on the content of the communication is
not authorized. If you have received this document in error, please immediately notify us by telephone and retum it to us at the above address by mail. Thank you.

® Dear Ms. Peltier:

In the facsimile submission dated 8-2-01 regarding randomization, you stated “The randomization algorithm
was accomplished with each center in a given country." Was the randomization stratified by CENTER or
COUNTRY?

In the same facsimile you also stated "...using a randomization code (block size of four) independently of
randomization code of any other study center. Does this mean that a specific block only be used by a center?
Please clarify this statement. '

Please review the attached questions and provide a response by COB on Wednesday, August 15, 2001.
Thank you,

Debbie Vause
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Center for Drug Evaluation and Research, HFD-150

Parklawn Building

5600 Fishers Lane, Rockville, MD 20857

To: Louise Peltier - ) From: Debbie Vause for P. Zimmerman
Fax: 410-631-6884 ' Fax: 301-594-0499

Phone: 410-631-6300 Phone: 301-594-5724

Pages, including cover sheet: 1 Date: August 14, 2001

Re: NDA 20-637 / Gliadel Wafer / Facsimile date 8/2/01 & Transmission Sheet Date 8/3/01

O Urgent '$For Review %Please Comment O Please Reply 0O Please Recycle

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT 1S
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. |f you are not the addreusee, or a person suthorized to
deliver the document o the addressee, you ure hercby notified that any review, disclosure, dissemination or other action bascd on the content of the communication is
not sutharizzd. 1 ynu have received this docurment in error, pleaas imrmediately nolify us by telephane and refum it 1o us of the above address by mail. Thank you.
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FOOD AND DRUG ADMINISTRATION
OFFICE OF DRUG EVALUATION I

DIVISION OF ONCOLOGY DRUG PRODUCTS
HFD-150, 5600 Fishers Lane
Rockville, Maryland 20857

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM *
DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the *

document to the addressee, you are hereby notified that any review, disclosure, dissemination, copying, or other : ..~

action based on the content of this communication is not authorized. If you have received this document in error, »

please immediately notify us by telephone and return it to us at the above address by mail. Thank you.

PHONE: (301) 594-5775  FAX: (301) 827-4590

TO: Louise Peltier
41 -6884

FROM: _Paul Zimmerman, Project Manager

Total number of pages, including cover sheet _6 _

Date: August 22, 2001

COMMENTS: The attached concern NDA 20-637/S-016.



1. Please explain the differences between number of patients with brain
edema in both treatment groups. We found 36 patients with brain edema
in the Gliadel group (Sponsor’s data is 27 patients), and 29 patients in the
placebo group (Sponsor’s data is 27 patients). Each patient was counted
only once. A list of patient ID numbers is attached.

2. Please clarify the number of patients in the intent to treat population who
did not receive radiation therapy: the total FDA count is 15 patients in the
Gliadel group and 12 patients in the placebo group. This differs from the
number of patients presented by the Sponsor in Table 20 (11 and 9
patients or the Gliadel and placebo group, respectively). A list of patient
ID numbers who did not have radiation starting date is attached.

3. We agree with the Sponsor’s data on the number of patients (17) in the
Gliadel group who received additional chemotherapy. However, the
number of patients who received chemotherapy in the placebo group is
by our account 17 as well (Sponsor’s data is 12 patients). Please resolve
the discrepancy. A list of patient ID numbers in the placebo group who
did receive chemotherapy is attached. \

4. Please clarify what was done during the implantation when it was
discovered that wafers had been broken in more than 2 pieces. Were
additional packages with wafers available at that time?

APPEARS Tic 1.
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PHONE: (301) 594-5775  FAX: (301) 827-4590

TO: Louise Pelticr

{410) 631-6884

FROM: _Paul Zimmerman, Project Manager

Total number of pages, including cover sheet 6

Date: _August 22,2001
The attached concern NDA 20-637/8-016.
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FOOD AND DRUG ADMINISTRATION
OFFICE OF DRUG EVALUATION I

DIVISION OF ONCOLOGY DRUG PRODUCTS
HFD-150, 5600 Fishers Lane
Rockville, Maryland 20857

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the
document to the addressee, you are hereby notified that any review, disclosure, dissemination, copying, or other
action based on the content of this communication is not authorized. If you have received this document in error,
please immediately notify us by telephone and return it to us at the above address by mail. Thank you.

PHONE: (301)594-5742 FAX: (301) 594-0498

TO:__ Louise Peltier, Guilford
Fax: 410 631-6884

FROM:___ Dotti Pease, Project Manager
Phone: (301) 594-5742

Total number of pages, including cover sheet __2

Date: 10-19-01

COMMENTS: Re: your pending NDA 20-627/S016 (Gliadel), please see attached request
from medical officer.

Thanks
Dotti for Paul Zimmerman
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|

Please provide information on identification of pathogens for patients who developed brain
abscesses/wound infections on Study T-301. Patients ID numbers as follow:

Gliadel group:

01005 .
01020 '
01063

01085

01201

01275

02024

02059

Placebo group:
01137
01036
01077
01083
01149
01177
02021
02023
01020
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PHONE: (301)594-5742 FAX: (301) 594-0498

TO:__Louise Peltier, Guilford
Fax: 410 631-6884

FROM:___Dotti Pease, Project Manager -
Phone: (301) 594-5742

Total number of pages, including cover sheet __2

s m——

Date:_10-19-01

COMMENTS: Re: your pending NDA 20-627/S016 (Gliadel), please sce attached request
from medical officer.

Thanks
Dotti for Paul Zimmerman
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FOOD AND DRUG ADMINISTRATION
OFFICE OF DRUG EVALUATION I

DIVISION OF ONCOLOGY DRUG PRODUCTS
HFD-150, 5600 Fishers Lane
Rockville, Maryland 20857

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM.
DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the

document to the addressee, you are hereby notified that any review, disclosure, dissemination, copying, or other T
action based on the content of this communication is not authorized. If you have received this document in error,, * *~

please immediately notify us by telephone and return it to us at the above address by mail. Thank you.
PHONE: (301) 594-5775 FAX: (301) 827-4590

TO: Louise Peltier
(410) 631-6884

FROM: _Paul Zimmerman, Project Manager
Total number of pages, including cover sheet _]
Date: October 24, 2001

COMMENTS: The following concern NDA 20-637/S-016.

Please clarify which primaryr brain tumor classification system is employed for categorizing
tumor histology in the Study T-301.
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Total number of pages, including cover sheet _]
Date: October 24, 2001
COMMENTS: The following concern NDA 20-637/5-016.

Please clarify which primary brain tumor ¢
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FOOD AND DRUG ADMINISTRATION
OFFICE OF DRUG EVALUATION 1

DIVISION OF ONCOLOGY DRUG PRODUCTS
HFD-150, 5600 Fishers Lane
Rockville, Maryland 20857
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM_
DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the.
document to the addressee, you are hereby notified that any review, disclosure, dissemination, copying, or other,

please immediately notify us by telephone and return it to us at the above address by mail. Thank you.

PHONE: (301) 594-5775  FAX: (301) 827-4590

TO: Louise Peltier
(410) 631-6884

FROM: _Paul Zimmerman, Project Manager

Total number of pages, including cover sheet _1

Date: November 26, 2001

COMMENTS: The following concern NDA 20-637/S-016.

Please provide the exact histological diagnosis for the patient ID 02013 from the placebo group.
This patient listed as "other" in the Sponsor FAX letter on August 15, anaplastic
oligoastrocytoma in the electronic dataset (referee pathologist), and as anaplastic
oligodendroglioma in the Appendix IV.A. Patient data listing.

action based on the content of this communication is not authorized. If you have received this document in error, i
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FOOD AND DRUG ADMINISTRATION
OFFICE OF DRUG EVALUATION I

DIVISION OF ONCOLOGY DRUG PRODUCTS
HFD-150, 5600 Fishers Lane
Rockville, Maryland 20857
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the
document to the addressee, you are hereby notified that any review, disclosure, dissemination, copying, or other ' -

action based on the content of this communication is not authorized. If you have received this document in error,,
please immediately notify us by telephone and return it to us at the above address by mail. Thank you.

PHONE: (301) 594-5775  FAX: (301) 827-4590

TO: Louise Peltier
(410) 631-6884

FROM: _Paul Zimmerman, Project Manager
Total number of pages, including cover sheet _1

Date: November 26, 2001

COMMENTS: The attached concern NDA 20-637/S-016.

Please explain the differences in the histological tumor characteristics listed in Table 13, p. 59 of
Final Study Report and Table 6, p.14 of the Briefing Document.
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FOOD AND DRUG ADMINISTRATION
OFFICE OF DRUG EVALUATION 1

DIVISION OF ONCOLOGY DRUG PRODUCTS
HFD-150, 5600 Fishers Lane
Rockyville, Maryland 20857

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the

document to the addressee, you are hereby notified that any review, disclosure, dissemination, copying, or othier :_‘ ’
action based on the content of this communication is not authorized. If you have received this document in error,,

please immediately notify us by telephone and return it to us at the above address by mail. Thank you.

PHONE: ¢301) 594-5775  FAX: (301) 827-4590

TO: Louise Peltier
(410) 631-6884

FROM: _Paul Zimmerman, Project Manager
Total number of pages, including cover sheet _1

Date: November 30, 2001

COMMENTS: The attached concern NDA 20-637/S-016.
Please provide all ID numbers for patients with the following histological diagnoses:

| Anaplastic astrocytoma, anéplastic oligodendroglioma, anaplastic oligoastrocytoma, and “other"
(except for # 02013).



FOOD AND DRUG ADMINISTRATION
OFFICE OF DRUG EVALUATION I

DIVISION OF ONCOLOGY DRUG PRODUCTS
HFD-150, 5600 Fishers Lane
Rockyville, Maryland 20857

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the

document to the addressee, you are hereby notified that any teview, disclosure, dissemination, copying, or other =~ _ -
action based on the content of this communication is not authorized. If you have received this document in error,;,

please immediately notify us by telephone and return it to us at the above address by mail. Thank you.

PHONE: (301) 594-5775  FAX: (301) 827-4590

TO: Louise Peltier
(410) 631-6884

FROM: _Paul Zimmerman, Project Manager

Total number of pages, including cover sheet _3

Date: December 3, 2001

COMMENTS: The following concern NDA 20-637/S-016.

1. Please clarify what radiation therapy regimens were
given to the following patients:

“Standard and non-standard” category, GLIADEL group:

ID 01069: in the database patient has 2 records (standard and non-
standard with the same dates). CRF — standard;

ID 02022: in the database patient has 2 records. CRF — standard;



Page 2

ID 01107: in the database patient has 2 records (standard and non-
standard with the same dates). CRF - unclear, since neither box for

“Standard” or “non-standard” has been checked and no comments
provided.

‘Standard and non-standard” category, placebo group:

ID 01011: in the database patient has 2 records (standard and non-
standard. CRF - standard;

01105: in the database patient has 2 records (standard and non-standard
with the same dates). CRF — standard;

01068: in the database patient has 2 records (standard and non-standard “ o
with the same dates), CRF — standard; - .o

01261: in the database patient has 2 records (standard and non-standard).
CRF - Non-standard;

02023: in the database patient has 2 records (standard and non-standard).
CRF- standard.

APPEARS THIS w
A
ON ORIGINAL '

i;‘ ”



Page 3

The following patients who were listed as “No radiation therapy” category in
the database, included into different categories in the CRF. Please
explain.

GLIADEL group:

In the CRF patients ID 01170; 01293; 01014; 01181 and 02058 listed as
“non-standard”.

ID 01057 listed as “standard”.

ID 01007; 01090; 01268; 02059; 02063 — unclear, since neither box for
“Standard” or “non-standard” has been checked and no comments -
provided. ’

ID 01121; 01205; 01207; 01212 do not have CR/6 page in their CRF. "

Placebo group:

ID 01142; 01189; 01209 listed as “non-standard”.
ID 01123 listed as “standard”.

ID 01008; 01092; 01193; 02026; 02057; 02060 — unclear, since neither
box for “Standard” or “non-standard” has been checked and no comments
provided.

ID 01295 does not have CR/6 page in their CRF.



FOOD AND DRUG ADMINISTRATION
OFFICE OF DRUG EVALUATION I

DIVISION OF ONCOLOGY DRUG PRODUCTS
HFD-150, 5600 Fishers Lane
Rockville, Maryland 20857
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM- .
DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the -
document to the addressee, you are hereby notified that any review, disclosure, dissemination, copying, or othet .. _-- -

action based on the content of this communication is not authorized. If you have received this document in error,
please immediately notify us by telephone and return it to us at the above address by mail. Thank you.

PHONE: (301) 594-5775  FAX: (301) 827-4590

TO: Louise Peltier
(410) 631-6884

FROM: _Paul Zimmerman, Project Manager
Total number of pages, including cover sheet _1

Date: December 5, 2001

COMMENTS: The following concern NDA 20-637/S-016.

Please clarify whether a central, local, or referee neuropathologist determined the final
histological diagnosis for "non-GBM" patients who had discrepant findings between local and
central pathologists?



FOOD AND DRUG ADMINISTRATION
OFFICE OF DRUG EVALUATION 1

DIVISION OF ONCOLOGY DRUG PRODUCTS
HFD-150, 5600 Fishers Lane
Rockville, Maryland 20857

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the

document to the addressee, you are hereby notified that any review, disclosure, dissemination, copying, or othér e

action based on the content of this communication is not authorized. If you have received this document in error}
please immediately notify us by telephone and return it to us at the above address by mail. Thank you.

PHONE:(301) 594-5775  FAX: (301) 827-4590

TO: Louise Peltier
(410) 631-6884

FROM: _Paul Zimmerman, Project Manager
Total number of pages, including cover sheet _1

Date: December 5, 2001

COMMENTS: The following concern NDA 20-637/S-016.

Your FAX dated and sent 12/3 provided ID numbers for patients with the histological diagnosis
of anaplastic astrocytoma, anaplastic oligodendroglioma, anaplastic oligoastrocytoma and other
(i.e. all patients who would fall into the category of non-GBM excluding metastatic disease).
The numbers of patients with these diagnoses are not the same as submitted in the NDA and no
source documentation has been provided to allow our verification. The electronic database
differs from your 12/3 submission.

Please provide the source documentation.

Also, are source documents for refereed and final pathology somewhere in the CRF? If so, please
identify where.
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DIVISION OF ONCOLOGY DRUG PRODUCTS
HFD-150, 5600 Fishers Lane
Rockville, Maryland 20857

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW. If you are not-the addressee, or a person authorized to deliver the
document to the addressee, you are hereby nutified that any review, disclosure, dissemination, copying, or other
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PHONE: (301) 594-5775 FAX: (301) 827-4590

TO: Louise Peltier
(410) 631-6884

FROM: _Paul Zimmerman. Project Manager

Total number of pages, inéluding cover sheet _21
Date: _January 30, 2003
COMMENTS: The following concern NDA 20-637/5-016.
(This fax included FDA revise pi of 20 pages which is not included here.)
Changes made in the GLIADEL label.

1. Section Adverse Reactions p.10 “GLIADEL wafer was not reported to be cause
of death in any of the GLIADEL wafer clinical trials” was deleted.

Reason: There was a total of 7 deaths (5 in the GLIADEL and 2 in placebo group) in the
first 30 Days of Randomization (initial surgery). Conventionally death in the first 30
days of treatment is attributed to the study drug.



2. Section Adverse Reactions p.10 “The spectrum of adverse events observed in
patients who received GLIADEL wafer or placebo in clinical studies was consistent with
that encountered in patients undergoing craniotomy for malignant gliomas” was deleted.
Reason: There was no third arm in this trial where patients with newly diagnosed
malignant gliomas received only surgical treatment followed by radiation. Therefore,

the incidence of adverse events described in patients in the GLIADEL and placebo

groups with adverse events in patients undergoing craniotomy for malignant gliomas
can not be compared.

3. Section Seizures, p.14 “The occurrence of seizures did not reduce the survival
beneiit of GLIADEL wafer” was deleted.

Reason: The treatment effect (survival) of GLIADEL wafer on a subgroup of patients
with seizure was not performed.

4. On pages 3 and 4 p-value numbers were changed to “p-value <0.05.”
Reason: The exact value of p-value is uncertain because of multiple comparisons.

5. On page 6, You must round the p-value to two decimal places, i.e.,
p = 0.01.

6. Please reorder the AE tables by AE category from highest to lowest frequency so the
labeling is consistent with CFR 201.57 (g) (2).

7. On page 8, INDICATION has been slightly modified.
8. The following sentence has been add after the ADVERSE REATIONS title:

Adverse reactions for the trials are described in the tables below.



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Patl Zimmerman

2/2/03 09:07:05 AM
cscC
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PHONE: (301) 594-5775 FAX: (301) 827-4590

TO: Louise Peltier
(410) 631-6884

FROM: _Paul Zimmerman, Project Manager

Total number of pages, including cover sheet _1

Date: August 19, 2002

COMMENTS:

Regarding your NDA 20-637 communication dated August 5, 2002 (received August 16, 2002)
we have the following cémment:

FDA agrees with Guilford's proposed plan for the data collection and analysis cut off.



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Paul Zimmerman’

8/19/02 03:31:09 PM
Cso
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PHONE: (301) 594-5775 FAX: (301) 827-4590

TO: Louise Peltier
(410) 631-6884

FROM: _Paul Zimmemman, Project Manager
Total number of pages, including cover sheet _2

Date: June 25, 2002

COMMENTS: The attached concern your NDA 20-637 June 7, 2002 communication.

Regarding collection of additional data -- (1) we will want to know if patients had additional
surgeries, as stated in our bullets; and, (2) we are concemned that the additional survival data will
still be confounded by the imbalance in histologies between the arms, also stated in our bullets.

We underscore that we wish to have another meeting with the applicant before considering a
submission.

Statistical Comments:
(1). As specified in the protocol, the Cox model approach is an exploratory analysis.
(2). The tests for treatment effect (not stratified by Country) using AGE either as a continuous
variable or dichotomized variable in the multivariate Cox model (with AGE, KPS, and GBM)

are NOT statistically significant (p-values: 0.162 for continuous AGE; 0.082 for dichotomized
AGE ). SAS output is attached.
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(3). According to our ahalysis, neither dichotomized age nor continuous age can hold the PH

assumption ¢p<Q,05). Please submit your SAS output for us to review.

The PHREG Procedure

Analysis of Maximum Likelihood Estimates

Parameter Standard Hazard .
Variable DF Estimate Error Chi-Square Pr > ChiSq Ratio
TRTGRP 1 -0.21046 0.15059  1.9531 0.1623 0.810
AGE 1 0.03541 0.00992  12.7401 0.0004 1.036
KPS 1 -0.58607 0.16320 12.8958 0.0003 0.557
GBM 1 0.29090 0.26082 1.2439 0.2647 1.338

Analysis of Maximum Likelihood Estimates
Variable  Variable Label

TRTGRP Randomization Group

AGE - . Age(years)

KPS

GBM . Patient with Glioblasta Multiforme

95% Hazard Ratio
Confidence Limits
0.603 1.088
1.016 1.056
0.404 0.766
0.802 2.230



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Paul Zimmerman

6/25/02 09:57:44 AM
CSso
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Food and Drug Administration
Rockville, MD 20857

SNDA 20-637\S-016

Guilford Pharmaceuticals Inc.
Attention: Louise Peltier

Senior Director, Regulatory Affairs
6611 Tnbutary Street

Baltimore, MD 21224

Dear Ms. Peltier:

We received your March 19, 2002 correspondence on March 20, 2002 requesting an end of
review conference and copies of all discipline reviews.

Per vour request, a meeting to review the issues leading to nonapproval will be scheduled, and :
will include Dr. Robert Temple if possible. We respectfully decline to forward our discipline K
reviews. which are not consensus documents. We refer you to the points outlined in our letter of

March 19. 2002 for citation of the issues that prevented approval.

If you need any additional information or have any questions regarding this matter, please
contact Paul Zimmerman at 301-594-5775.

Sincerely,

[ See a’)ﬁlded electronic signature page}

Richard Pazdur, M.D.

Director

Division of Oncology Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
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Richard Pazdur
4/4/02 11:36:59 AM
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DIVISION OF ONCOLOGY DRUG PRODUCTS
Center for Drug Evaluation and Research, HFD-150

Parklawn Building

5600 Fishers Lane, Rockville, MD 20857

To: Louise Peltier From: Debbie Vause for P. Zimmerman
Fax: 410-631-6884 Fax: 301-594-0499

Phone: 410-631-6300 Phone: 301-594-5724

Pages, including cover sheet: | Date: August 14, 2001

Re: NDA 20-637/ Gliadel Wafer / Facsimile date 8/2/01 & Transmission Sheet Date 8/3/01

O Urgent [ For Review O Please Comment [ Please Reply O Please Recycle =

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THATIS /i

PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to
deliver the document to the addressee, you are hereby notified that any review, disclosure, dissemination or other action based on the content of the communication is
not authorized. If you have received this document in error, please immediately notify us by telephone and retum it to us at the above address by mail. Thank you.

©® Dear Ms. Peltier:

In the facsimile submission dated 8-2-01 regarding randomization, you stated “The randomization algorithm

was accomplished with each center in a given country." Was the randomization stratified by CENTER or
COUNTRY?

In the same facsimile you also stated "...using a randomization code (block size of four) independently of

randomization code of any other study center. Does this mean that a specific block only be used by a center?
Please clarify this statement. :

Please review the attached questions and provide a response by COB on Wednesday, August 15, 2001.
Thank you,

Debbie Vause
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Cebra Vause -
2/14/01 01:36:42 BM

Cs0



